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Important Changeto Nuclear Substudy ||

The steering committee has approved an exciting change in Nuclear Substudy 11 (NSII) whichislikely to en-
hance patient participation and increase the amount of clinically relevant information in the Substudy. NSl is de-
signed to look at the effects of medical and interventional therapy on ischemic burden as determined by myocardial
perfusion SPECT imaging in patients enrolled in the COURAGE trial.

The Change: The post-randomization interval for the repeat nuclear study will be 6 to 14 months (not the previous 2
to 4 months). The study will be performed on patients whose symptoms improve or reman unchanged. In patients
with symptomatic worsening, nuclear studies are recommended at the time of worsening when feasible to help guide
management decisions.

Studying the patients in the 6-to-14-months time frame will avoid the problem with re-stenosis and may give
results which are more predictive of patients long term outcomes. Additionaly, thistime frame is onein which clini-
cians are often interested in for ng the extent of ischemiain patients undergoing medical or PCI therapy.

Inclusion Criteria: Patients must have moderate to severe ischemia measured as a
summed difference score [SDS] of = 5 asindicated on the baseline stress gated ses-
tamibi scan to be eligible for enrollment in NSII. Prior to entry into NS, the extent

by the core laboratory. Adenosine stressis preferred, but not mandated, for this pro-
S tocol. A post-randomization gated sestamibi scan will be performed with the same
form of stress as used in the pre-randomizatio n study.

Medications During SPECT: At prerandomization it is preferred, but not mandated, that patients be off all anti-
ischemic medications during their SPECT scan so that the extent and severity of ischemia shown will be maximized.
Since the goal of this substudy isto determine whether intensive medical therapy reduces the amount of ischemia, pa-
tients should be on their usual medication regimen prior to the follow-up SPECT.

Tc-99m Sestamibi and Adenosine: Tc-99m sestamibi (Cardiolite) and adenosine (Adenoscan) will be provided for
each patient entered into the substudy, in addition to a $300 payment for each study (prerandomization and post-
randomization).

IRB/Ethics Approval: Your informed consent for NSII must reflect this change in the time of the repeat nuclear study
(from 2 to 4 monthsin the previous submission to 6 to 14 months). Sincethis nuclear study at 6 to 14 months can be
considered clinically indicated, a separate informed consent, as we have previoudly required, may not be needed. In-
stead, it may be advisable to include the potential of arepeat nuclear study at 6 to 14 monthsin your main informed
consent for the overal trial, therefore eliminating the separate informed consent for NSII. Also note that this modifi-
cation in your main informed consent will probably qualify for an expedited review by your IRB/Ethics Committee. |If
you dready have an approved informed consent for NSI or have aready submitted your IRB for Nuclear NSII, you
may either make the appropriate change in the existing consent, or incorporate the repeat nuclear scan in the main in-
formed consent and eliminate your separate consent for SNII. In addition, your institution may require aradiation
safety approval since this protocol includes radioactive imaging agents. Y ou may also want to include the risks of ra
diation exposure if arepeat nuclear study is done in the "Risks" section of your informed consent.

If you have any questions or you need more information, please call Tara Gurtler (phone: 310-423-4387) at
the Cedars-Sinai Nuclear Core Lab.

Be sureto visit the DuPont booth at the AHA
to see how SPECT imaging isbeing used to evaluate COURAGE patients.
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If apatient’s PCI must be scheduled : ;\ The PENTABLET should be used at all times unless

for alater date, complete the baseline
assessment at randomization.
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Please be sureto
distribute copies of the COURAGE
Chronicleto all coordinatorsand inves-
tigator s associated with thetrial.
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The PENTABLET

allows more accurate data collection and prevents the

IT it is apparent that it

will not be possible to use the PENTABLET to collect QOL data

from a patient, please communicate this in advance to Cheryl
Lewis so that she can discuss other options with you.

Before mailing a data diskette to ECOR, please

back up the data that you have downloaded from your
PENTABLET onto another diskette or a different PC.




